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CASE III-A2182.
A PATIENT WITH CARCINOMA OF THE BREAST.
THE patient, a young married woman of 32 years, was admitte(d to hospital
complaining of pain in the left thigh. This had been present for two months.
The patient was six months pregnant. Examination showed a relatively well-
nourished woman, who appeared to be in good health. The uterus was consistent
in size with the patient's history, and the foetus was alive. Examination of the
heart, lungs, and kidneys showed nothing abnormal. Radiological examination of
the left femur showed a few cyst-like areas in the upper third of the bone associ-
ated with rarefaction. The opinion was given that the patient probably suffered
from osteitis fibrosa cystica, though osteomalacia of pregnancy was also suggested.
During her stay in hospital the patientt's left leg suddenly gave way, and she
was found to have sustained a fracture in the upper third of the shaft of the
femur.- No tumour could be palpated in the neck. Confined to bed, the patient
gradually weakened, and finally became stuporose, with signs of unilateral paralysis
(right side). Two days later she died. Towards the end of her stay in hospital
a small lump was thought to be present in the left breast, but as there was no
retraction of the nipple, no fixation of the skin, and no palpable enlargement of the
axillary lymph nodes, it was not considered to be a carcinoma. The patient had
not previously noted the nodule, and only complained of the tense feeling of her
breasts.
Autopsy was performed eight hours after death.
AUTOPSY.
The body is that of a young female adult. It is normaliy developed. The bodily
distribution of hair is normal. Rigor mortis is present. There is no discharge from
eyes, nose, or mouth. The skin shows brownish pigmentation over the pudenda.
The breast areolae are deeply pigmented. The abdomen is protuberant, and shows
numerous lineae gravidarum. There is no jaundice and no cedema.
Body.cavities.-The pleural cavities are normal. The pericardial sac contains
about half an ounce of amber-coloured fluid. The peritoneal cavity contains neither
free fluid nor gas.
Heart.-This is of normal size. The epicardium is smooth and glistening. The
right auricle is not abnormal. The tricuspid and pulmonary valves are thin and
competent. The right ventricle is distended with post-mortem blood clot. The left
auricle and ventricle show no lesions, and the mitral and aortic valves are normal.
The coronary arteries are healthy.
Lungs.-The pleura is smooth. There is no enlargement of the bronchial lymph-
nodes. The bronchi are slightly congested. On section the lung tissue appears
air-containing. Around some of the larger bronchi streaks of whitish tissue can be
distinguished, and an occasional small white nodcule, 2-3 mm. in diameter, is seen.
Liver.-This is of normal size and shape. The capsule is smooth. Many small
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the capsule. The common bile duct and cystic duct are patent. The gall-bladder
is dlistended with bile, and contains no stones. On section the liver lobules appear
distinct. Small whitish nodules, similar to those seen through the capsule,. can be
distinguished with (lifficulty. The radicles of the portal veins and bile ducts appear
normal.
Spleen.-TIhis appears of normal size. The capsule is thin. On section the
Malpighian bodies are distinct. The trabecule appear normal. The pulp is red.
Pancreas.-Weight, 100 gms. The ducts are patent. On section the acinar
tissue appears normal.
Stonalich anid intestine.-These show no lesions.
Left kidney.-The shape of the kidney is distorted by reason of a mass which is
presenit in the vicinity of the pelvis. The capsule strips easily, leaving a smooth
homogeneous surface. On section the cortex is of normal width, and the cortical
striw regular. The medulla appears normal. The pelvis is slightly displaced by the
tumour which presents a variegated appearance on section, red and yellow areas
suggesting necrosis and haemorrhage. There is no obstruction of the pelvis or
ureter.
The right kidney appears normal.
Adretnals.-The right adrenal is of normal size. On section the cortex is well
filled with lipoid and the medulla appears normal. The left adrenal appears rather
large, and on section a whitish nodule, 1 cm. in diameter, is found in the region
of the medulla.
Bladder.-This shows some congestion in the region of the trigone. Elsewhere
the mucosa is pale.
Uterits.-The uterus is greatly enlarged, measuring 26 cms. from fundus to
cervix. On section the wall is thinne(d. It contains a feetus aged about six months,
with the placenta attached to the posterior wall in the region of the fundus.
The ovaries are normal. The corpus luteum is present in the left ovary.
Neck organs.-The larynx and trachea appear normal. The cesophagus shows no
lesions. The thyroid is slightly enlarged and congested. On section it appears to
be a normal colloid gland. No enlargement of the parathyroids is found.
Skeletal tissues.-The mammary glands are enlarged, and on section there is
obvious hyperplasia of the secretory tissue. In the left breast, towards its posterior
surface is a white hard oval-shaped mass, measuring 1 x 2 x 2 cms. From this,
other smaller white nodules radiate. A few small lymph nodes are found in the
axillary fat, and on section these appear normal.
The right breast shows a similar hyperplasia, and two small white nodules in its
substance, each measuring 3 mm. in diameter.
There is a pathological fracture of the upper part of the shaft of the left femur.
Mid-line section of this bone shows several masses of whitish tissue, some of which
are replacing the cortex. One of these, 3 cm. in diameter, is present at the site
of fracture. Here there is some haemorrhage into the adjacent muscles.
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These can quite easily be cut with the knife, and on section appear as whitish
masses entirely replacing the osseous tissue.
Section of the vertebral column shows no gross lesions.
Head.-An area, 2.5 cm. in diameter, in the calvarium is replaced by tumour
tissue. On removing the skull cap the dura is seen to be covered on the left side
by a layer of whitish tissue 0.5 cm. in thickness. A similar mass of tumour is
seen on the under surface of this membrane on the left side, whilst a few small
nodules are present in the dura on the right side. Multiple sections of the brain,
following fixation, fail to show any lesions.
Hypophysis.- This is enlarged. Sections show the enlargement to be due to
hypertrophy of the anterior lobe.
MICROSCOPICAL EXAMINATION.
Heart.-This shows no lesions.
Lungs.-The peri-bronchial lymphatics are in many instances filled by masses of
spheroidal cell carcinoma. In parts these have broken through the lymphatic
endothelium to form discrete masses of tumour. Where this has occurred the
branches of the pulmonary vein are extensively invaded, and in one large branch
the tumour tissue projects into the lumen and is covered by a thrombus which
partially occludes the vessel. The alveoli appear normal.
Breasts.-Both breasts show a marked degree of acinar hyperplasia. The acini
are lined by high columnar epithelium which contains large clear secretory granules.
In the left breast the whitish mass is found to be composed of epithelial tissue in
which the cells are scattered in groups through a fibrous stroma. These - cells
occasionally are found in acinar formation, but in general they merely appear as
groups of spheroidal cells which do not attempt to form any definite epithelial
structures. Blocks from different areas, however, show much variation in structure
from field to field. Apart from acinar and scirrhous areas, there are also fields in
which the tumour has a papillary structure, and the amount of stroma varies
greatly.
In several ducts in the breast tissue surrounding the tumour there is much
proliferation of the epithelium-so profuse and so irregular as to justify the term
intra-duct carcinoma.
The smaller nodules in the right breast are similar in structure and appear to
be metastases from the opposite breast.
Axillary lymph nodes.-A few of the peripheral sinuses contain groups of epi-
thelial cells. The intraglandular sinuses show some swelling of their endothelium
and are filled with large mononuclear cells.
Liver.-Small nodules of carcinoma are found scattered throughout the liver
tissue. All of these are very small, rarely exceeding 1 mm. in diameter, and many
are even smaller. These groups of malignant cells appear to lie in the sinusoids.
The portal veins and bile ducts are normal.
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Adrenals.-There is a nodule of tumour tissue in the medulla of the left adrenal.
A small area of cortex is also replaced by tumour. The right adrenal shows no
abnormality.
Kidneys.-Apart from the metastases in the left kidney, the renal tissues
appear normal.
Uterus.-This shows no lesions.
Femur.-Tumour tissue is found to have replaced the cortex of the bone at the
site of fracture. There is no attempt to form callus.
Thyroid.-This presents the histological appearance of a normal gland.
Parathyroids.-These show no abnormality.
Dura.-The extradural mass is a metastasis in which the fibrous tissue forming
the stroma shows patchy new bone formation. This is not present in the subdural
masses.
Brain.-There are no metastases.
Hypophysis.-The anterior lobe shows an increase in cells, which appear to be
enlarged chromo-phobes with a fine eosinophil granulation. There are no metastases
in either lobe.
ANATOMICAL DIAGNOSIS.
Carcinoma of left breast: metastases to right breast, axillary lymph nodes, left
kidney, femur, ribs, lungs, dura, and skull.
Cerebral compression.
Pregnancy.
DIscuSSION.
This case illustrates many of the features of carcinoma, whilst at the same time
being of sufficient interest to the clinician to merit discussion. With the majority
of cases of mammary carcinoma the patient seeks medical advice by reason of the
presence of a swelling in her breast. In the present instance the earliest symptoms
were referred to the left thigh, and indeed the patient never complained of any
swelling of her breast, where a small mass was only palpated a few days before her
death. Whilst this is not the common sequence of events it is not uncommon,. and
cases of mammary carcinoma in which metastases in bone have furnished the first
symptoms have been recorded by Johnson (1924), Ginsberg (1926), Lick (1926),
Neal and Robneth (1927), Patel (1927), and others. Recently we have had similar
examples with primary carcinomata of the cervix and intestine, in which the bone
lesion has been regarded clinically as the primary tumour.
Clinically, too, in the present case the small mass in the breast failed to present
the usual findings. There was no retraction of the nipple, no dimpling of the skin,
and no obvious fixation of the tumour. The simultaneous occurrence of the hyper-
plasia of breast tissue consequent upon the advanced stage of pregnancy rendered
clinical diagnosis of the nature of the tumour probably more difficult.
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symptoms, the other metastases found produced no clinical signs. The renal
metastasis had not resulted in any haematuria. The metastasis in the adrenal was
too small to have produced any signs of adrenal insufficiency. Indeed, even with
large bilateral metastases it is relatively rare to find symptoms of Addison's disease,
and careful search will often show small fragments of surviving cortex which appear
sufficient for the needs of the body's metabolism. The liver, whilst extensively
infiltrated by minute metastases, showed abundant normal functioning tissue, and
renal function was unimpaired either by reason of the tumour or of any of the
complications of pregnancy. Death was due to the series of changes-cedema, etc.
-set up in the brain by the growth of the intracranial metastasis. It will be noted
that death has occurred before the emaciation, which is so often seen in advanced
malignant disease,. has had time to develop.
The histological examination of the tumour and its metastases shows not only
variation in the cell type, but also in the epithelial structures which these attempt
to form. In one part acinar-like structures are produced: in another papillary
growth predominates: whilst more generally the tumour appears as a mass of
non-specific spheroidal cells. Such findings emphasise the importance of examining
many areas of any given tumour in the endeavour to ascertain its site of origin,
and its degree of malignancy. Whilst it is impossible in an advanced case of
carcinoma to state with certainty what lesion in the breast has preceded the
malignant change, the finding of ducts filled by anaplastic cells suggests that in the
present instance the carcinoma has arisen from a previous intra-duct lesion.
Whilst carcinoma may spread by direct extension, by lymphatics, or by the
blood stream, in the present instance the spread by the blood stream has been the
most marked. Lymphatic extension is responsible for the lesions in the opposite
breast, in the lungs, and the early lesions in the axillary lymph nodes. The re-
mainder of the metastases-in the femur, ribs, skull, dura, kidney, and liver-are
blood-borne,, and it may be that the pulmonary vessels which were seen to be
invaded are the source of the tumour emboli. The occurrence of metastases in the
skeleton in patients with mammary carcinoma is by no means unusual. Indeed they
are found in almost half of the cases coming to post-mortem, and only the lungs
and liver show them more frequently. Copeland (1931), in one hundred cases of
mammary carcinoma, found the bones affected by metastatic deposits in the follow-
ing order of frequency:-spine, pelvis, femur, skull, ribs, and humerus. As regards
the site of metastasis in the femur, the present case conforms to the usual finding
in showing them in the proximal part of the bone.
In summary, therefore, a case is described of a pregnant woman who suffered
from a pathological fracture of the femur, and who was considered to be some
form of osseous dyscrasia. The pathological findings reveal that she had a latent
carcinoma of the breast, with extensive bony metastases.
J. H. B.
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Fig. 1.
This shows a mid-line section of the breast. (A) represents the
primary growth, and (B) two small nodules, the result of
lymphatic extension.
Fig. 2.
Mid-line section of the left femur
showing the fracture and the presence
of another metastasis below it.Studies from the Institute of Pathology
Fig. 3.
Section of metastasis showing alveolar
and diffuse carcinoma. The variation
in cell type can be seen.
Fig. 4.
Section showing a transition from
papillary carcinoma through alveolar
to diffuse carcinoma.
(Photographs by MIr. D. 3lehaffey.)